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Please amend the subject application as follows 



In the Claims 

Please cancel claims 55-57 without prejudice to applicants 
rights to pursue the subject matter of these claims in this or 
a subsequent application. 



Please amend claims 1, 3, 5, 14-16, 23-32, 50, 52-54, 58 and 
61-64, and add new claims 73-91 under the provisions of 37 
C.F.R. §1. 121(c) . The amended claims are presented below and 
the amendments to the claims are indicated in the marked-up 
set of claims attached hereto. 



3. 



(Amended) S\homogeneous crystalline polymorph of the 
hydrochloride s^it of N- ( 3 -ethyny Iphenyl ) -6 , 7 -bis ( 2 - 
methoxyethoxy) -4-quina^Qlinamine designated the B 
polymorph that exhibits ^^n X-ray powder diffraction 
pattern having characteristic ^aks expressed in degrees 
2-theta at approximately 6.26, r2^48, 13.39, 16.96, 
20.20, 21.10, 22.98, 24.46, 25.14, and 26>R1 



(Amended) A crystalline polymorph of the hydrochloride 
salt of N- ( 3-etn$>T<iylphenyl ) -6, 7-bis ( 2-methoxyethoxy ) -4- 
quinazolinamine designat?*&d the B polymorph that exhibits 
an X-ray powder diffraction pattern having characteristic 
peaks expressed in degrees 2-thetsa at approximately 6.26, 
12.48, 13.39, 16.96, 20.20, 21.10/^2^.98, 24.46, 25.14 
and, 26.91, which is free of the A polymorph. 



(Amended) A composition comprising a crystalline 
polymorph of the\ hydrochloride salt of N-(3- 
ethynylphenyl ) -6, 7-bis ( Z^ctethoxyethoxy ) -4 -quinazol inamine 



d 




1 
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designarE*e<t:he B polymorph that exhibits an X-ray powder 
diffraction pat^^Kj^hiaving characteristic peaks expressed 
in degrees 2-theta at^pp^oximately 6.26, 12.48, 13.39, 
16.96, 20.20, 21.10, 22 . 98 , 24>3^, 25 . 14 and, 26.91, and 
a carrier, wherein the composit iori^i^--^fr;ee of the A 
polymorph . 




(Twice Amended) A method o^^treating abnormal cell growth 
r L of a cell expressing tlstfe epidermal growth factor receptor 
P ( (EGFR) in a mamma^which comprises administering to said 



mammal a 
polymorph 



th 



rapeut ically 
claim 3. 



effective 



amount 



of 



the 



fty- 



~1T 



(Ame^Kied) The method of claim wherein the abnormal 

cell growth is brain, squamous cell, bladder, gastric, 
pancreatic, rh^patic, glioblastoma multiforme breast, 
head, neck, eso^ijageal, prostate, colorectal, lung, 
renal, kidney, ovarianX^gynecological or thyroid cancer. 

(Amended) The method of claimS^, wherein the abnormal 
cell growth is non-small cell ^3so.ng cancer (NSCLC) , 
refractory ovarian cancer, or head and nenk aaxuM*-. 



(Twice Arrfc&nded) A method for the treatment of abnormal 
cell growth ^s^f a cell expressing the epidermal growth 
factor receptor\(EGFR) in a mammal which comprises 
administering to sai^mammal a therapeutically effective 
amount of the polymorph claim 3 in combination with an 

anti-tumor agent selected risQm the group consisting of a 
mitotic inhibitor, an alky>^ting agent, an anti- 
metabolite, an intercalating antiB^otic, a growth factor 
inhibitor, a cell cycle inhibitchs,^ an enzyme, a 



(pi 
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^topoisomeras^^Qhibitor , a biological response modifier, 
an anti-hormone. 



anti-androgen. 



(Amapded) A process for preparing a crystalline polymorph 
of \N- (3-ethynylphenyl) -6, 7-bis (2-methoxyethoxy) -4- 
quinazoVinamine hydrochloride designated the B polymorph, 
which is\free of the A polymorph, -which comprises the 
step of ^ecrystallizing N- (3-ethynylphenyl) -6, 7-bis (2- 
methoxyethoxV) -4 -quinazolinamine hydrochloride in a 
solvent comprising alcohol. 



(Amended) The process of claim ^* 
further comprises Vater. 




wherein the solvent 



(Amended) The process of claim ^ f wherein N-(3- 
ethynylphenyl ) -6, 7-bis fe-methoxyethoxy ) -4 -quinazolinamine 
hydrochloride is prepared by coupling a compound of 
formula 6 



2- 
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[Amended) The process of claim J^> , wherein said compound 
oK^formula 6 is prepared by heating a compound of formula 
5 



in a suspension of metaSL alkali and solvent. 

[Amended) The process of Oslaim aB, wherein said compound 
of formula 4 is prepared oy chlorinating, a compound of 
formula 3 




(Amended) A process for the production the polymorph 
B of claim 1 comprising the steps of: 

a) substitution chlorination of starting qu^nazolinamine 
compound of formula 3 
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ha^ng an hydroxyl group, to provide a compound of formula 4 

CI 



by reaction thereof in a solvent mixture of thionyl 
chloride, methylene chloride and dimethylformami.de, 
b) preparation of a compound of formula 6 



rial of compound of formula 5 




by heating the compound .of formula 5 3m a suspension of metal 
alkali and solvent; 

c) reaction of the compound of formula 6 in situ with the 
compound of formula 4 wherein . the compound of formula 6 
replaces the chlorine in the compound of forunula 4 to give the 
N- ( 3-ethynylphenyl ) -6, 7-bis ( 2-methoxyethoxy ) A^-quinazolinamine 
hydrochloride ; 

d) recrystallizing the N- ( 3-ethynylphe^yl ) -6, 7-bis (2^^ 
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methoxyethoxy) -4 -quinazolinamine 
into \he polymorph B form. 






in alcohol, 



(Amen&ed) The process of claim 2*9, wherein " the 
substitution chlorination is quenched in the presence of 
aqueous soo^um hydroxide. 

f 

(Amended) The \ process of claim 2*9, wherein the 
substitution chlorlria tion is quenched in the presence of 
aqueous sodium bicaro^nate. 

(Amended) The process claim 2^, wherein the 

substitution chlorination is quenched in the presence of 
aqueous potassium hydroxide/*^ aqueous potassium 
bicarbonate, aqueous potassium carboh^te, aqueous sodium 
carbonate, or a mixture thereof. 



(Twice Amerind) A method of inhibiting the development of 
basal or squaiHous cell carcinoma of the skin in areas 
exposed to the si>n or in persons of high risk to said 
carcinoma, said methb^ comprising administering to said 
persons a therapeutically effective amount of a 
pharmaceutical composition isomprised of at least one of 
N - (3-ethynylphenyl) - 6 , 7- b\s (2-methoxyethoxy) - 4 - 
quinazolinamine, and pharmaceutxts^lly acceptable salts 
thereof in anhydrous and hydrate fortas, so as to thereby 
inhibit the development of basal o\ squamous cell 
carcinoma of the skin. 




(Amended) A process 
composition comprise 




of making a composition which 
a crystalline polymorph of the 
( hydrochloride salt of NyN- ( 3-ethynylphenyl ) -6, 7-bis (2- 
methoxyethoxy) -4-quinazolinanu>qe designated the B 
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/: V' : polymorph .that exhibits an X-ray powder diffraction 
,.Vpatt\rn having characteristic peaks expressed in degrees 
2-'thetK • at approximately 6.26, 12.48, 13.39, ■ 16.96, 
20.20, 21s- 10, 22.98, 24.46/ 25. '14 and, 26.91, which is 
free of rije A polymorph, comprising admixing. the 
crystalline pdSI^ymorph with a carrier 



4 




(Amended) The process 
ethynylphenyl ) -6, 7-bis 
hydrochloride in the poly! 
the X-ray powder 



claim * 



diffraction 



of claim >2 , wherein the N-(3- 
-methoxyethoxy ) -4 -quinazolinamine 
£»rph B form is characterized by 
attern shown in Figure 3. 



(Amended) The process of claim ^\wherein the carrier is 
a pharmaceutically acceptable carrier^ 



(Amended) A 
therapeutically 
claim 3 and a 



\aceut ical 



composition which comprises a 
^ye amount of the polymorph of 
pharmacebt^cally acceptable carrier, 




wherein the pharmaceutical compos: 
polymorph. 



ion is free of the A 



(Amendd^) . A process for the production of a crystalline 
polymorph of the hydrochloride salt of N-(3- 
ethynylphenyTK-6, 7-bis (2-methoxyethoxy ) -4 -quinazolinamine 
designated theV B polymorph by recrystallization 
comprising the step\ of 



a) 



b) 
c) 



heating to reflS^x alcohol, water and the 
hydrochloride salt of\N- ( 3-ethynylphenyl ) -6, 7-bis (2- 
methoxyethoxy) -4-quinazoiinamine so as to form a 
solution ; 

cooling the solution to between about 65 and 70 'C; 
clarifying the solution; and 



U <<> 
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\d) precipitating polymorph B by further cooling the 
\ clarified solution. 



0* 



II 



(Amended) A composition consisting of a homogeneous 
crystalline polymorph of N- ( 3-ethynylphenyl ) -6, 7-bis (2- 
methoxy\thoxy) -4 -quinazolinamine hydrochloride in the 
form of \ polymorph B, ' which is characterized by the 
following Reaks 



Polymorph B 

Anode: Cu - Wavelength 1 1.&4056 Wavelength 2: 1.54439 (Rel lntensity:0.500) 
Range # 1 - Coupled 3.000 to.\0.040 StepSize: 0.040 StepTime 1.00 

ild: 1.0 



y 



d(A) 


l(rel) 


d(A) 


Krel) 


d(A) 


Krel) 


d(A) 


l(rel) 


d(A) 


l(rel) 


14.11826 


100.0 


5.015V 


2.5 


3.86656 


4.8 


3.23688 


0.9 


2.74020 


1.7 


11.23947 


3.2 


4.8721$, 


0.7 


3.76849 


2.3 


3.16755 


1.5 


2.69265 


1.7 


9.25019 


3.9 


4.72882 X 


1.5 


3.71927 


3.0 


3.11673 


4.3 


2.58169 


1.5 


7.74623 


1.5 


4.57666 


Vi.o 


3.63632 


6.8 


3.07644 


1.4 


2.51043 


0.8 


7.08519 


6.4 


4.39330 




3.53967 


10.0 


2.99596 


2.1 


2.47356 


1.0 


6.60941 


9.6 


4.28038 


4^ 


3.47448 


3.7 


2.95049 


0.9 


2.43974 


0.6 


5:98828 - 


-2.1 


"4.20645 


14.4\ 


3.43610 


3.9 


2.89151 


1.6 


2.41068 


1.1 


5.63253 


2.9 


4.06007 


4.7 ' 


s, 3.35732 


2.8 . 


2.83992 


2.2 


2.38755 


1.4 


5.22369 


5.5 


3.95667 


4.5 


^,31029 


5.6 


2.81037 


2.4 


2.35914 


1.7 



or, 



— Polvmdmh B 

Anode: Cu - Wavelength 1 1.54056 Wavelength 2: 1.5*1439 (Rel lntensitv:0.500) 
Range# 1 - Coupled: 3.000 to 40.040 StepSize 0.040 StepTime: 1.00 



.til 



2-Theta 


Krel) 


2-Theta 


Krel) 


2-Theta 


\Krel) 


2-Theta 


l(rel) 


2-Theta 


Krel) 


6.255 


100.0 


17.668 


2.5 


22.982 


V.8 


27.534 


0.9 


32.652 


1.7 


7.860 


3.2 


18.193 


0.7 


23.589 


2\3 


28.148 


1.5 


33.245 


1.7 


9.553 


3.9 


18.749 


1.5 


23.906 


3.\ 


28.617 


4.3 


34.719 


1.5 


11.414 


1.5 


19.379 


1.0 


24.459 


6.8\ 


29.000 


1.4 


35.737 


0.8 


12.483 


6.4 


20.196 


14.4 


25.138 


10.0 


V 29.797 


2.1 


36.288 


1.0 


13.385 


9.6 


20.734 


4.2 


25.617 


3.7 


\ 30.267 


0.9 


36.809 


0.6 


14.781 


2.1 


21.103 


14.4 


25.908 


3.9 


\30.900 


1.6 


37.269 


1.1 


15.720 


2.9 


21.873 


4.7 


26.527 


2.8 


\l.475 


2.2 


37.643 


1.4 


16,959 


5.5 


22.452 


4.5 


26.911 


5.6 


3\815 


2.4 


38.114 


1.7 



and at least one carrier 



on 



Applicant: Timothy Norris et al 
" ferial No: 09/711,272 
Filed: November 9, 2000 
Page: 10 



63. (Amended) . A method of treatiag^ subject with a tumor . by 

// 

inducing differentiation tumor cells' expressing an 
epidermal growth factor/receptor (EGFR) in the tumor 
comprising contacti^Xhe cells with an effective amount 
of the compound claim 3, or a composition of claim 5 
so as to therapy treat the subject 




(Amended]\A method for the treatment of NSCLC (non small 
cell lung cancer) , pediatric malignancies, cervical and 
other tumors caused or promoted by human papilloma virus 
(HPV), endometrial cancer, glioma, melanoma, Barrett's 
esophagus (pre -malignant syndrome) , adrenal cancers, 
neoplastic cutaneous diseases or atherosclerosis in a 
mammal comprising administering to said mammal a 
therapeutically effective amount of a pharmaceutical 
composition comprised of at \ least one of N-(3- 
ethynylphenyl) -6, 7-bis ( 2 - m\t hoxyethoxy) - 4 - 
quinazolinamine, and pharmaceut i call yN^accept able salts 
thereof in anhydrous and hydrate forms 




Please add new claims 73-91 as follows 



wherein the pharmaceutical 



(New) The Method of claim 6^, 

composition comprises a crystalline polymorph of the 
hydrochloride s^t of N- ( 3-ethynylphenyl ) -6, 7-bis (2- 




methoxyethoxy ) -4-quin 
polymorph that exhib^t^ an 
pattern having characteristic 
2-theta at approximately 6 
20.20, 21.10, 22.98, 24.46, 
pharmaceut ically acceptable 



designated the B 
X-ray powder diffraction 
peaks expressed in degrees 
§, 12.48, 13.39, 16.96, 
25N.4 and, 26.91, and a 
carr^r, wherein the 



composition is free of the A polymorph. 
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ih/. 




-5f 



1 V 



Jew) A method for the treatment of NSCLC (non small cell 
luring cancer) , pediatric malignancies, cervical and other 
tumors caused or promoted by human papilloma virus (HPV) , 
endometrial cancer, glioma, melanoma, Barrett's esophagus 
(pre-mal\gnant syndrome) , adrenal and skin cancers, 
autoimmune\ neoplastic cutaneous diseases or 

atherosclerosis in a mammal comprising administering to 
said mammal \ therapeutically effective amount of a 
pharmaceutical Composition comprised of at least one of 
N - ('3-ethyny 1 ph\ny 1 ) - 6 , 7-bis (2-methoxyethoxy) - 4 - 
quinazolinamine, ami pharmaceut ically acceptable salts 
thereof in anhydrous a^nd hydrate forms, 

wherein the treatment \f urther comprises, 
a) treatment with eithe^ or both anti-EGFR and anti-EGF 
antibodies , 

administration to said\ mammal of a member of the 
group consisting of i\hibitors of MMP (matrix- 
metallo-proteinase) , VEGFRv (vascular endothelial 
growth factor receptor), far\esyl transferase, CTLA 4 
(cytotoxic T-lymphocyte antige\ 4) and erbB2, MAb to 
VEGFr, rhuMAb-VEGF, erbB2 MAb ai\ avb3 Mab, or 
radiation treatment . 



b) 



c) 



0 



(New) The method of claim ^ f wherein tlae abnormal cell 
growth is pancreatic cancer. 




tk 



(New) The method of claim yf r 
growth is colorectal cancer 



wherein the abnormal cell 



0 



(New) The method of claim yf, 
growth is prostate cancer. 



wherein the abnormal cell 
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(New) The method of claim 
growth is breast cancer. 



(New) ThSi method of claim 
growth is Esophageal cancer. 



(New) The method of claim J$T, wherein 
growth is ovariavn cancer. 



wherein the abnormal cell 



wherein the abnormal cell 




the abnormal cell 



(New) The method oY claim , wherein the abnormal cell 
growth is glioblast orX^ multiforme. 

0 

(New) The method of cl^im ^6, wherein the abnormal cell 
growth is hepatic cancer, 




(New) The method of claim \ 
growth is renal cancer. 

(New) The method of claim 
growth is gastric cancer. 



wherein the abnormal cell 



Vwherein the abnormal cell 



(New) The method of claim whe 



rein the abnormal cell 



growth is bladder cancer, 



if 



(New) The method of claim ^f f whereil 
growth is non-small cell lung cancer (1 



the abnormal cell 
>CLC) . 



(New) The method of claim wherein tyie abnormal cell 

growth is head and neck cancer. 




(New) The method of claim for the treatment of none- 

small cell lung cancer (NSCLC) . 



1* 
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(New) The method of claim J$ for the treatment of 
endometrial cancer. 



90. (New) The method of Oaim for the treatment of glioma, 



(New) The method of clairrN^^f for the treatment of 
melanoma. 



